B * H # Wr ff 

JAPAN PATENT OFFICE 



PCT/JP2004/008211 

09. 7. 2004 



recd 0 2 SEP 2004 



WIPO 



PCT 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m # n b 

Date of Application: 

mitt 

Application Number: 
[ST. 10/C] : 



Applicant(s): 



A 



2003^ 611 2B 

#M 2003-168267 
[JP2003-168267] 




PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



Commissioner, 
Japan Patent Office 



2004^ 8I19H 

''J 




tBSE#-t ffiIE# 2004-3074420 



^12 0 0 3- 1 6 8 2 6 7 ^- V : 1/ 

IHS#-^1 031101 

[HWB] ¥$15^ 6^120 

[aBttlftM] A61K 

C07D 

[ft*] m 
[s&^#] 

ttrt 

[ft*] *eb mm 

[ft*] «f*t ^bs 

[ft/OJi®j3>r] »nJHMHJft4ft-rfirAn ITS 1 3 5 

ttrt 

[ft*] fi^ H5-& 



mtE# 2004-3074420 



mm 2003-168267 



^-v : 2/ 



[ft*] 4-^ 
[31^] 



[ft*] *SP c 

[ft^x«®^3 w^;ii!ftii#iiT^2 o o ^mm^^±\H 

[ft*] jiih #55 
[#tm$iA] 

[mSU^] 000003311 

[ft*x(i*#] wmmw^n 

[Wfim^] 100089705 

06E ^T^s^mmmffmmm 

[#a±] 

[ft*X{i*#] *±* 

03-3270-6641 

[SffiL/cftSA] 

[»J#-^-] 100076691 
[#S±] 

[ft*3Ui*$fc] ig# 



mtE# 2004-3074420 



2003-168267 



3/E 



imm^r] 100075270 

[Ittl/;ftIA] 

m%m-%] 100080137 

[R%xi*%m mm 

[mzm^] 100096013 . 

i^m&m^} 0518O6 
mn±mi 2i,ooor 

imw&\ mmm i 
^# i 

[^®#^#^-] 0107764 



m®E#2 004-3074420 



#M 2003-168267 



1/ 



K&wo**] w ^ ^/y v 

IfS*^l] 5* (I) 




(I) 



[f»^2] n7&n~i 0/^MK£ft&^grc&&i»^m Kia®?Mb 

[lf^4] Rl^«tO f R2^>^< i-Wf-^lt^^i^l 

[»3fcE5] 4- [3' - (3" -75 /^J^-^yDt^) -4' , 
4' -z?**-jU-5* -^f<^7'J^-^] - 

2 - h V -7;v*n^^;i/^>y\^ h 'J ;v ; 

4- [3' - (4" -7^7;kt-^W) -4' , 4* *■/!/- 5 

' -**V-2' -^5fVVy-iV] - 2 - h y 7^^n^ 

•^;woy\=: b y )]/ ; 

4- [3' - (6" -7^^;^^;l/A^fy;i/) -4' , 4' -y^n,- 

4- [3' - (7" -7 5;7W-JKyf;i/) -4' , 4' -v^;l/- 



ffilE# 2004-3074420 



a&m 2003-168267 



p< ?-;w*>y^ h 'J ;v ; 

4- [3' - (8" -7 5 y^w-fr^;!/**^) -4' , 4' -vM7-;v- 
5' -**y-2' -f-^y-i' -^^r/yy-A'] -2-h;7/m-o 

4- [3' - (9" -7^^H-W-;i') -4' , 4' 
' -**y-2' -f-^-^y-l' -^^r/'Jy-;v] -2-h';y;v^n^ 

4- [3' - (5" -7 5/^;^M>f;i/) -4' , 4' 
5' -:**y-2' -ft^y-r -^f ^r/vv-^] -2 - h u 7;v*n 

4- [3' - (4" -N, N-^f;V7 5y^)^-;vrfJl/) -4' , 4 

* -v^;i/-5' -**y-2' -ft^ry-r -^r/'jy-^] -2 

-h';7^tn> y y~ h V ; 

4- [3' - (3" — N, N-y^W^^Ji/*-^7ne;V) -4* , 

4' --y^^;w-5' -**y-2' -^**y-i' -^f^yjy-^] - 
2 - HJ 7^tn ^ y y— h v ;u ; 

4- [3' - (5" -N, N-y^f;v7U^;v^;Myf;i') -4' , 
4' -v^^;v-5' -**y-2' -ft^y-i' -'f^r/Vy-jv] - 
2 - h y 7 n > > y~ h y ;v ; 

4- [3' - (6" — N, N-7^f;i/75y7^-;VA^y;i/) -4' , 

4' ->M^;v-5' -**y-2' — f-**y-i' -yf 5 ^yj - 
2 - b y 7 ;v:t n ^ ^;t/^ > y— h y ;v ; 

4- [3' - (7" — N, N-v ? ^f^7^y^;v*-;^7'f^) -4' , 
4' -yv^-;u-5' -**y-2' -^-#*y-i' -^^yvy-;v] - 
2 - b V 7;v*ny f-;v>c>y— b y ;v ; 

4- [3' - (8" — N, N-v ? ^f;v7^/^;wt-;i/t^f;v) -4' , 
4' -y^;i/-5' -**y-2' -ft^y-r -^^r/'j^^] - 
2 - h y 7;vtn^fM> ( /- h'j;v; . 

4- [3' - (9" — N, N-^fJV7</^;V*-;W^V) -4* , 4 



miE#2 004-30744 



mm 2003-168267 



3/ 



' -v;*^;v-5* -**y-2' -f-**y-i' -4 ^ yy'V y-Ji/] -2 

4- [3' - (3" -N-^W^X^^-JVT'ne^) -4' , 4' - 
v^;v-5' -t^rV-2' — 7-**y-l' $ ^V 1 ; ->*-;v] - 2 - h 
>j7Wo^ y y~ Y >; ;i/ ; 

4- [3' - (4" -N-^fJV7^^W-;v/f;v) -4' , 4' -v 
p«f-;v-5' -**y-2' -f*^V-l* -^r/^y-iV] - 2 - h V 
7 n ^ > y~ h U ;v ; 

4- [3' - (5" -N->f^r^^JV^;M>f;V) -4' , 4' - 

v^^;v-5' -**y-2' -ft^v-r * ^yj - 2 - b 
v> -7;i/*n^^;i/^>y^ h y ;v ; & iff 

4- [3' - (2" -T^A^-Jl'ifJV) -4' , 4' -i^f-;>-5 

' -f-^-^y-i' -^r/v^-^] -2- h; 7^*0* 

[If ^6 ] fjf^ 1 - 5 $>v>1"ftrt* 1 ^KfBffctfMt^, fOl, y°n 

Y^vrtit immmm t l -t^n- & 

8 ] nt*$i 1 - 5 ov>r^*» 1 ^^iaiRwfk#%, y o 



tB|iE# 2004-3074420 



#M 2003-168267 



4/ 



m*g in * ( i ) 
m 2] 




(I) 



* (I I) 
Mb 3] 



K*. n»±i~2 o^e>«^§^*SS»-e**) ; 

Wl £ J: ») fi& # *tf v* -c J: 1 - 6 <DW.m * iz itfr&miW T)V*fr 

R 1 ^ £VtR2frt>%:2>mfrbm$i2fr, 
ttzit, Ra^^RbM^o^S =CH-W3S:^L-C«> J: < 




(ID 



ffitEijf 2004-3074420 



#M 2003-168267 



5/ 



l f ^tt-e-^±ow2^j: *)«&S*vcv>T<> «fcv>7'J-;«, lttz 
tt-€-tLj^±ow2^J; i) f t $ tLtv>t i i v^f 1 1 ~ 3 07 7 + y 

w2tt, femm.i-6<Dm%*fzizfr]&mwi<7)T)v*)i'm. stm&i^Gnw. 

mt tztefrmkifcVTfru**,^ 1 - 6 ^Itil* fcttMittO/>n7 

W3tt, ^ft 1 - 6 Olii /cli^ttit^T;^^ ifc 1 ~ 6 OK 

si s £ tt##9u*<*> T^n^fvi, &tmm. i-6<D^mttz tt^mtto r ;v * 

Rett, fcm&l~~6<Dfemttzi*fr%im.VtV>T)l>*)l<&X*$>2>o ] 
t^£*L;g>>ffc^%&> 4 -v7y- 3 - H; 7Wn>Wx^HVfty 
7*- h 55 (III) 



[5£f, n, Ra, iSii^Rbtt, Lfc £ *) X*&& 0 ] 

12] 5* ( I I ) 



[ft 4] 




tBliE^2 004-3074420 



#M 2003-168267 



6/ 



Mb 5] 



Me 



RcOOi 



Me 



HN Ra (II) 

0CH 2 )^SO 2 -N 

Rb 

[^4«> n, Ra, R b^i^R c If ^ 1 1 K&\,*X%MLt:bt5 *)X$> 

[mm 1 3i ^ (ii i) 

Mb 6] 



[0 0 0 1] 
[0 0 0 2] 

[t«o&#r] 

[0 0 0 3] 




(III) 



ttilE# 2004-3074420 



&m 2003-168267 



7/ 



[0 0 0 4] 
[0 0 0 5] 

v^ 0 $7^-7 Kttef ^^it-Cv^HjllHiif (^t Kn^y 7JV^ 5 K 
[0 0 0 6] 

[0 0 0 7] 

-7j> etHtt*;v*>m*^rl-*7i- l n/>f v>mt i-ca, 

¥4-3 0 8 5 7 9-5§-£r#& OfWXflU ) , -e-tUcWJ©-*-* 3-n y/t&»#4 
9 4 8 1 9#<2r$R (#W s SnK2) icfBtt^tL^TIBaSl^^^^'fk^^ir**^ 

[0 0 0 8] 



ffiSE#2 004-3074420 



!&m 2003-168267 



8/ 



Hb7] 




0-5 1 o 8 4 (#^m3) > ^tnznmi-^>mm<2:mwo9 i/o 
007 intern. KmMzfttzTtttx-mzft&it&^Kztmh 



[0 0 1 01 

MHfcfciR 1 1 
#PI¥4-3 0 8 5 7 9-^<Zr# 

mw&ftmm&mn* 9 4 8 1 9-€-h*b* 

[4WWOK3] 
#^¥1 0- 5 1 0 8 4 5^Wi 

mm&mn 97/00071 ^>yu ? > 

[0 0 11] 

ifcfcK 1 ] 

J. Biol. Che m. ,12 7 0^*19998-20003 K> 



[0 0 0 9] 



[its] 




ffifE# 2004-3074420 



#M 2003-168267 



9/ 



1 9 9 5^ 

amwFXwt 2 1 

B PifrW&m, ^66 §5 9 7-6 0 6 H> 1 9 9 0^ 
[0 0 12] 

[0 0 13] 



[0 0 14] 

[l£M£»&1-&£a6?)#|S:] 

, ^: (i) -e^t£;M&, ^;i/^>r^ k^£W1"&^ 5 ^v*u v>i£2*«mr 

> Ko^^lStt^^l, &£^oT=f~* hf£14££:< £>£v*{;mi: A,£^££ 
[0 0 1 5] 

-f *%wt*. 5£ (i) 

[0 0 1 6] 

Ut9] 



&-?&o ttz, *§£Wl*. 5£ (I) ti^^f^-lT^oT, n^l~l 0 ^> 




Q 



(I) 



Hi|E# 2004-3074420 



#M 2003-168267 



4- [3' - (3" —TS.J z>)]/7fr~)\/-fu tf;V) -4' , 4' -y^f^- 
5' -**y-2' -f-tf-*y-l' -^r/'Jy-;v] - 2 - HJ 

4- [3' - (4" -T ^ S *)V*-)V-f7-)V) -4' , 4' -v^f-;v-5 
4- [3' - (6" -7^^;V*-;VA^y;l/) -4' , 4' -v^;l/- 

5' -**v-2' -^**y-i' -'f^r/v^] -2-h i ;-7;v^-n 

4- [3' - (7" -75 J -4' , 4' - s J**fr- 

f 'J ^ ; 

4- [3' - (8" -7^/XH^Vt^fJV) -4' , 4' - 9 J**f-fr- 
4- [3' - (9" -75 y*;V*-;l/y-;i/) -4' , 4' 

' -**y-2* -ft+v-r ->r 5 -2 - h; y;v*nj* 
4- [3* - (5" -7^x;v^-;i/^>f;i/) -4' , 4' 

4- [3' - (4" -N, N-^W5/'^A'*-jl/7 , f;V) -4' , 4 

* -v^;v-5' -**y-2* -f^v-r -^f5r/'jy-;i/] -2 
-hU7Wn> y y*— h y ;v ; 



ffif£#2 004-30744 



#M 2003-168267 



^-v : 11/ 



4- [3' - (3" -N, N-^m^^W-^^D^) -4' , 

2-hV7;i/tn> y y*— h V )V ; 

4- [3' - (5" -N, N-y^f^T^y^^^-iMVfjl/) -4' , 

4' -**V-2' -^**y-l' ->f S ^y-ij >?^;v] - 

2 - M> y cm y Y 'J ;v ; 

4- [3' - (6" — N, N-^^W<y^;V*-;l/A^j/;i/) -4' , 

4' -v^f-;V-5' -**V-2' -f-^-^rV-1' -^^r/';^] - 

2 - h v y;i/;*-tM^;v^yy~ > U ; 

4- [3' - (7" -N, 5 /*;W*^.;w\y^;i,) -4' , 

4' -v^;v-5' -t*y-2' -f-*^y-i' ->f ^ ^y; v'~;i/] - 
2 - > 'J 7JVt f vv*- h 'J ;v ; 

4- [3' - (8" -N, N—/Vf;V7 5/ ^JV*-;vt^f;i') -4' , 
4' -vV^;v-5' -5f^y-2' —f-it*v-i' -^r/'jy-;i/] - 
2-h';y;V^n^ y y- h ;i/ ; 

4- [3' - (9" — N, N-^f^T^ /^H^;^) -4' , 4 
* -v^^;U-5' -t^rV-2' --f < ^V'J -2 

- h 'J y n y v*^ h U ;i/ ; 

4 - [3 ' - (3" -N-^f;l'7 5/7;^-;V7'nif;v) -4' , 4' - 
v^^;l/-5' -**y-2' -f^^y-l' — f5r/y*^] - 2 - h 

4- [3' - (4" -N-^f;V7^^JWt-;i'7f;V) -4' , 4' -5? 

^f-;i/-5' -t^y-2' -ft^py-r -^^yv^-;v] -2-kv 

4- [3' - (5" -N-^-T-JUT * y*;i/*^;l/^y^-;u) -4' , 4' - 

-yy-f-^-s' -**y-2' -ft+y-r -f^r/';^] - 2 - h 

1; n y y y- H; ;v ; is «fc 0* 
4- [3' - (2" -T*y>Wl/*^;l/.x?-;l/) -4' , 4' -v>y?yi/-5 



ffiSE# 2004-3074420 



ijffl 2003-168267 



^-y : 12/ 



[0 0 17] 

£ fc ttfettftfe fc t -c^i- & urn & * tz$k® ztiho 

ifttlMMi: LmtStl7> Kn^Vi^tlftt^o Sfc, ^H^ti 
> 5£ (I) "V&Zti&fo&b^ *<D1&, ynK77^$f:Ml»^«5- 

mmmRv&z&mfr bmsiztiz m&v>^m* tz \mm\ *> ^m-r & 0 

[0 0 1 8] 

[0 0 19] 

* (I I) 

[0 0 2 0] 

Hfei o] 



C^tf, n{ii~2 ofrt>m$i2iizmm.x$>y) ; 



RcOOC 





(ID 



tBSE^F 2004-3074420 



4$£ 2003-168267 



*-*J : 13/ 



±<d wi \z x 19 g& $ tix v> x i> x ^stmm 1 ~ 6 <o urn * tz tefr&m#i<D r * 

1 3 fcJi^tU^Ui^W 2 ^ J: »)1Kft3*vcv»T<> J:v»T'J - 

- 6 OEffi * tz \±frWm.to Tfru**/Hfr lijtttf fua±o w2 

& 1 - 6 <7)i£$I $ tz &fr&mk<D v T ;i/ * )v 7 ^ J ij )V tf- 1 1 tz it * ft 
JBLtOWlfc <£ «9 Sm^^Tv^T & J: ^Jfc3K» 1 ~ 6 <DUm$ tz\±fr&mt<OT 

- ;V * )V * - Rl:&J:trR2j&»G>fcS#*& $ ft- * 

ttzli, RaiJ^Rbli-^ot^i =CH-w3*^jSLT4 <fc < 

Wl(i> #tStgfc 1 ~ 6 CO £ (i^i«c7) TJ^^yi, ^fti^60 

ti* Jtt4fl-«t«jRoT^^^^-**, j>tmm 1 - 6 <Dum* tz\±frmm<oT 

)V*)V*)V7 4 mz®.l~S<»Kmztz\±fri&M&v>T)\/*)V*)V*- 
fr&s lttzt l ±^ti&±.<DW2l l z£y)W:&ZtiX^X$>£^Ti)~)l'^ lttz 
te*rtlVk±<DW2K£ Ofi&$*tTV>T*> iv>7'J-W^fVi, £ fcfi 1 * 

m t tztefrfcrnvtv T)vu* $mw 1 - 6 <o&mt tz \*M&sm.<o» u r 

$1 $ 7 ;v n * l ~ 6 <DUm * tz tefr&mtko T)\<* 

^7 5/s, ^^i~6Oii:m^^i^^0^^T;v^;vr^y^T-*«9 ; 

Ri^io f R2»±, mzfcmLtzt&t)x&y) ; 

Rcli, 1:1 - 6©lli*^iiMit©7JV^;i'Sf** e ] 

mi3E# 2004-3074420 



2003-168267 



^-v : 14/ 



7*- h 5£ (I I I) 

[0 0 2 1] 

Mki i] 



[0 0 2 2] 

[0 0 2 3] 
Utl 2] 



&<> ] T?a3*t<Mfrfr», jsitfsS (i i i) 

[0 0 2 4] 
Wfcl 3] 




(III) 




(II) 




(III) 



ttifiE#2 004-3074420 



#M 2003-168267 



^-v: 15/ 



[^4«> n. Ra, 33«fct>*Rb(i. fjt*^ 1 1 K&^XfcmLtz £& *) T?&£o 
[0 0 2 5] 

##§93<t)£ h\,z^(omm^£n\z, 5£ (i) -eastLMt-s^ -e<^^ yn 

[0 0 2 6] 

*f&W^i5v>T, JlJJLTOfflBUCfi, #^$&v>|Jg*K &T<0*Bfc0*£-£ ti%> 

o 

n-^e;H, i-yne;v3l, n-7^;v* x s-y^;v&, i -7?- 
t )vm, n-^>f-)v^ 3 -^;V7*^;vX, 2 

h tu smw 1 - 3 <Dum t tz i±^mm<D tjv* &&&& jl<, £ h k * * 

[0 0 2 7] 

<?> o 

[0 0 2 8] 

m<7)m.&m<D-Ut LX*'&ttL&1§&{Zi3\,*Xi>Wl%LX'$>2>o 
[0 0 2 9] 

7'J-^*^^*-^St Ltli % ^W>f ;v3fe* fcii 1 —J- 7 W;Hk 2- 



ffiSE# 2004-3074420 



&m 2003-168267 



^-v: 16/ 



[0 0 3 0] 

TV -;w^+y*;wf-;vSt Itli, 7i; *->;fr/u#— /Hfeifctt 1 
[0 0 3 1] 

Btmm i ~ 6 num. % tz \$%-mmk<n t)v*)vt^;idv ^-)vm± , ict 

yif;l/7 ^ y ii V 4 V \£)VT ^ J ij 

[0 0 3 2] 

~ 6<^lt$It^(i^lI^<7)T;vrr^vX^^-;vS{i, gUC^L 
[0 0 3 3] 

TV Ita, 1 -i~7? v> 

ifc 1 ~ 3 S £ t±^tt«*cO 77;^;^ + y&i, m^mLtzT 
^;Ht7;K;Wttttt^^^^ ^yy^t^vi, i-7x 

[0 0 3 4] 

^fl/**^ f O C i_37 7 ^^r^ t y C i_67 ^^r ; 

> 4 - ^ h y ^> ^;vi^ if (?) c 1.37 7 ^ yV)\» t^y*;i/ *K - 

;vi^ t'^) C 1.37 7 ;v^r^^ y * iJiCTp- 



ffiSEJif 2 004-3074420 



#M 2003-168267 



[0 0 3 5] 

m =CH-w3a>mtLT\±^ m = CH-CH 3 , & =CH — N (CH3 
) 2^ * =CH-N (CH 2 CH 3 ) 2^ * =CH-OCH 3 . & = CH-0 
CH2CH3, %&P'£tti, vx^ h7>Afc*tzl±*tib<Dm.&y>i"e$>vX 

[0 0 3 6] 

ntUti, 1, 2, 3, 4> 5, 6> 7, 8, 9 £ X If 1 0 ?W t L < , £ 
<b K 2 ~ 9 iffi* b < , £ *b K 2 ~ 6 W$ L^o Z?zntf3Z tz\Z 4 <7>*§^ 

[0 0 3 7] 

[0 0 3 8] 

x'&zmt tutmMt zmmmtz ztKx*) m&2ti&, m^Kw^m-^x 

/urv-t-* Affl* -r b 7 7^^;V7 v^e-^ a t^7 ^^-^ AM t't 
[0 0 3 9] 



tiigE# 2004-30744 



#M 2003-168267 



i- 9 J : 18/ 



, fliJxJf, Ci_6T;v*;v#;v**-ML C6-io^ V Ci_6T 
)]/ a * v # ;v ;Wfcu C i_6T 3=- ;v T ^ / * ;u ML C \-%T)^ * ;u 

MLtzlt&WStti&o fn K7 ^^co*^J^(i % ^ ( I I I ) T^S*^ 
[0 0 4 0] 

[0 0 4 1] 

m^mm. mmm. RTf^mm<Dm&<Dxt3mmtLxmmt%2> 
-r ft h <Dmm<D^ffim t & & ^ t *> mwx § & 0 

[0 0 4 2] 

#fpj§^ism«t^ ^.e±^*^ (i) xmzft&ik&yo, *<d^ 
•fuYyy^ttzktmnmm, &£v?mm±n&zti&imz^ts^ >&mx& 

y-JzmmMs ik%0¥&)J&&mmM (biological response modifier) > #v-fr;v 



tBfiE#2 004-3074420 



#H 2003-168267 



i— 9 J: 19/ 



[0 0 4 3] 

ztamftztLZo ttz^ *&w<d-®&: (i) t?^$^<b^^> ^*6&-5- 

[0 0 4 4] 

> E*WfcBms*L&ffl#, jfe^J, ^JS-fKiW, rt^J> »* 

m?L mu mm, w?**>m, wr^m. yn 7 m mmn* 

[0 0 4 5] 

D-^>- v^/tf y batons ; JgfS-b;vn-^^ kFn^y 

a-fv/^ t***H;>\ ^-^nm h U #;i/****>;*?-;i' 



mtiE# 2004-3074420 



#11 2003-168267 



20/ 



[0 0 4 6] 



*ofstii#:;?U», fill, t-K^H. D--7>-h-;v. v;nf7h^^tl 
[0 0 4 7] 

$^Ji:fCtt EMfcftiu ^i, 3>Kn^f ^ftttb^A 

m> L-T^/N°9^>m^ h V fA, 7WF , ;y>77>tb , JfA, T-b 
YT-i) h\ 77nf->E 75yftf, DL-7 

^t'^7xy-;i/i ; v;nfyi ; mmffi&mi- v u *a, mmrn-r v y ?a& 
^oiE^m^s ; j^hm^ h u ^a, ^T^h^ni^ b v)A^^xff^ 

[0 0 4 8] 

A, Ufrtu-xrhVVJ*. *n^7NK> ^-sk-SMI^ 3R> ^tK&JI^ 




ffiSE# 2004-3074420 



#M 2003-168267 



^-s>: 21/ 



[0 0 4 9] 

L-7?->, fyi'Jvth'J'JA, dl-^>-h-;K l-r/l«-;H; 
[0 0 5 03 

mmmtLxit^ mm* ij>t>, h7r/>, 7ve^, r 

XiSi^i^J^^y^A, ^mTfcm^h 1 ;^ A, ^V^yvA 
^^f^l; fHn3yf>y>, ^I/^ygr/^A a-T>7>, 
T** Y V >y jS-y^nf+^fijy, *;v*>y^f ;VX^-f t b 'J^A 

-2) o 

[0 0 5 1] 

3—r-f >^Jt LTfi, ixll >te?y^ #V tf~;l/fcf n y K>£, 
[0 0 5 2] 

M&fflh LTf±> m*.tfs -f >vrz#;i/^ V tr 

tfcliE4# 2004-3074420 



#M 2003-168267 



^-v: 22/ 



th'^A, ^br^-^A, &*b*y*A, Mth'^A, nrnwrnki- 

hU*A, <£«M«H-hy ^xvSIA^yfA, 

tk^-j- h y ^a, a^trtf^i, ml M**y*A, s^^h 

'JfA, by* A, ^m^h^^A, h'jx^y^75> 

, nm^y *a$u *Bfcm> -rw>su m**^>n, m& 
trz-y&r y y t> a, ^trs^^ f y ? a, ^x^m^- h'^A, feky 

h y * A, Hfefc'j v«=t h V * A, &&7fcy >m~7K^f- h U A N d 1 

- y > y >i, y >tHt b 9 v a, v >BfcteR-?- h y * a, y 
y>A, y y* a, y>m~7K^hy^A % yvm~7K^f-by 

[0 0 5 3] 

o 

**tt»»J ttli, #1 x. ii\ y n e V y ^ y n - )V ; * y - , ^i, & 
[0 0 5 4] 

[0 0 5 5] 

frnmt LTti, T^errTA, 7K>|ynifW//'j3-ju 

9^y^flfcBft^h y >^a ; *xry >m®§&> *rry viv^y^i^t^ 



tBfiE#2 004-3074420 
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*- 9 S : 23/ 



[0 0 5 6] 
[0 0 5 7] 

D-v;vtf>-;v, ^i^k^m;-^ ^m^bv^A, nm, 

[0 0 5 8] 

mmitMtLXte^ Milt ^Jcum-fb^f^ te 7 Jt.i.*y-;K ^ 

* )V v ^ A „ XfT'J %y^^ta t*<7)X r7'J ^ m& J; If-eo^^ 

[0 0 5 9] 

[0 0 6 0] 

iM£ijhL-a± N ^jx.^. 3t,m* h;*-^ mt^^wv 

ffifiEi&2 004-3074420 
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^-v : 24/ 



[0 0 6 1] 
[0 0 6 2] 

ftMKioTUfc&T^ !M^ffi^^»^m-e0^L<(*^o. 1-10 ott 

7t 19 ft 0 . 1 -5 0 0mg/\ig'V$>2>Z. tamt Lv> 0 ±fHO^S(i^# 

<n$m% tizjB^x, ±tm^m^ 1 b~ 1 *>k 1 m^tb *>xw* t 

[0 0 6 3] 



WiE# 2004-3074420 



#12 0 03-1682 67 



^-v: 25/ 



[ftl4] 

Ait 

A1 O I An 9 I 

X(CH2) n -S0 2 NH 2 ► CKCHzJ^S-N^N^ v^CH^-N^N. 

Me0 15 AttOR 3 

16 

9, o 

NCHQKNCS F 3° S < CH 2)ng-N^N v F jf~ S (CH2)„S0 2 NH 2 

F 3 C 4 5 

17 



9 ,R 



i o 



R 1 



x COOR >^ 8 R 



16 FaC 



17 



Cjgj 

O 



03 ■ NC 



NC-Q-NCS F 3 C S (CH2) n S0 2 -0^ p^f^ ^ (IcH^^SOaH 



17 



C5 NC 



S^CCHaJn-SOaQ HN F3 °8 S (CHa)n " S ° 2N s R2 



19 R ' 
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^- v : 26/ 



O JO H * 



58 



03 --g-a 

F 3 C # (CHa) n -S-N 

8 ° R 

[0 0 6 4] 

x-T-fr^ n-yDk>I, i--/D^*, n-^f^S, s-r^;v* 
> i-^;^ t _-/^;v^ n-^f-;^ 3 - 2-J 

*^#^tf ft, ! ^ t, 3 (7)^0^ £ {^^^^) T )V * fr&iflfrt t < 

[0 0 6 5] 

o 

[0 0 6 6] 

1 5 £ £ KJ: *9 3iJ&£tL& 0 

[0 0 6 7] 



£BSE# 2004-3074420 



#M 2003-168267 



27/ 



^>-tf>, *i/Vy^ * nn^>-tf y<D& 9 

f;v^^/'jyy>, y>fH;i/A7U\ N-^f;ven'jK>, 7-bh 

fJV'f^^/'JyVV, y'^WM7U\ N->f;ven'JK>, r-fc h 
- Hj ;i^t~& 0 , ?t)(:$flt;(Jy7f;^;i/A7^ K^-esfe&o 
[0 0 6 8] 

, SHtKfiot;-- 5 oms, 

JttCJi3 0 4 0 

[0 0 6 9] 

[0 0 7 0] 

, v^nn^^>, ^no,t;l/A, HttfltfSKtf) J: 3 fc^n$*>aU8flU a.--f 
^>-tf:>\ h;wo, ^fyl/^ *y;>\ ?vus<y^>(D£7%^fc 
W5^/'JyV>, y^fW;^7^ K> N-j^^;VtfnU K>> T-teh- 

[0 0 7 1] 



WSE# 2004-3074420 
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^-v 7 : 28/ 



H;V'Jf-)A, TkSMfcV^A, TK^bf-hV-^A, 7K^b*V^A, TK^-fb 
#U-7A % 7KM<b#>l/V*A, 7j*fb^'j. 7 A > TKm-fb-bv^ AC7)«t ^ ^^JlTfc 
&-fb^> tf'J^A75 K, 7> >j * A fcf 7, h <J v 'J ;l/T ^ K > tb'^A 

K> h 'J xf ^ V f;vxf ^7 ^ 1, 8-y7fk*y^n 

[5. 4. o] -7 tfijv>, ^>f;v7 5yif'j^>, tr^v? 

>C0i ^ >m, m^^Mi- h V >7A, 3 <Mb^ > ^ * A, 'Jf^AAift 

^v^-*f>ire£>«M#, SKI^fi^*'; ?A, ^^-h'J^A^J;^^^^ 
[0 0 7 2] 

S-Mb^U^A, 3>Xb^ b V ^A, 3<Mbr- h^-n-T^^T^^ 
[0 0 7 33 

^fijgti, TQm-b&tf, or- 1 5 0r^$>i9, #F 

3SKfi3 CC- 1 0 0t:t?^>^ o 

jSJC{±3 0flfiQ~2 4Bfra-e&&o 
[0 0 7 4] 

fi^^ET^ <b^-t/3t-fb^l 7 t OiiJ&£*L£o 

/K f h7tKn77^ v 7 **-?-:^ ^^f^yx^>oi^4x-f;« 
m> ^>-t*>\ h;i^>\ *vi/^ 3ryv^ ?w<yi£><D£7 ft^ffi. 



ttifiE# 2004-3074420 



4$& 2003-168267 ^- y : 29/ 

M;i,^-e&*K SHlKtev* n n * ? >, ^dd*w, fflftttJI**) J: 7 & 

[0 0 7 5] 

, 1, 8-i>7-»Hf->*n [5. 4. 0] - 7 - >f-fe t?'J^>, y>f 
[0 0 7 6] 

Eu&m.m±, mmoWAmzz on&a^ ant, -3ot~i oor-c&iy 

3SKt±3 0^F4~2 4V$mx*&& 0 
[0 0 7 7] 

s-7*y— >k t -y^y-;v > ^\^-9-y-;v, v^n 

x.-f-l/>^;Vrr-;i/, -l , 3 -yu^'y ^^-- ; v n 1n 4 _ >^^-;K 1 
, 5 J: -9 ^7;vn-;^j|i, y?nny?>\ ?nn* 

yVh^yx^vwi^x-fJVllI, ^>4f>, h;Vx\>, * 
p< ^;V*;i/**S/ h\ y^f;l/7^r^? b\ y^f;i-f ^T/'JyVy, y7f 



tBIE^F 2 004-3074420 



2003-168267 



^-v: 30/ 



j.?y-;K n-"/n;V-^, i-"/n/%V-;K n-T9J—1^ 
> s-"79S — ;K t-7**y— ;K ^^r-9-y-;i/ > y^nyn 

l/y*7Ua-/K l, 3 - 7nv<?> >K 1, 4 /K 1, 5 
[0 0 7 8] 

«ffl$*t*Bi±, «Ftcffi56$tt4v»*», mz.\s. mm, urn 
iitwji2 or- 1 5 om^o 

[0 0 7 9] 

iIKte3 0#H~2 4B£KT?*&o 

Bj*t±, -fl£5£ (I) -e^^n^^t?^^,^, Rl&itfRZtffR-tfctt* 

[0 0 8 0] 

ll^4TJfcli^T> <t£4& 6 hit-tern 1 6 CI t iz H *) £j£ 

AtfeiA2IStPIt^ii*o 
[0 0 8 1] 

[0 0 8 2] 



ffiSE#2 004-3074420 
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^-v: 31/ 



[0 0 8 3] 

HClX^ite, fls^&l 0£SJBrf£X*re\ ^ft^*, ffi3£££T\ It 
£-%9£<fc^t7l 8 fcRlSS^SifcfcJ: «9Mc£ti&o 

„ y^DD^>, ^na^w, MlbRSOJ: 9 4^ny^Mi> 
[0 0 8 4] 

% 1, 8-y7fey^D [5. 4. 0] - 7 -*7 >7*-b \£W>, 
^T^ye'Jy'V, tf^vVOJ:^ SfiIKi±> HJ.x^/i,y 

[0 0 8 5] 

BUSSJgfi, HomCJ: ilUt, -3 0TC-1 0 0*C-C*») 

, 1.0*0-3 0W4o 

acSWIBItt, RJSaaMffciJ: Si#l 0 8R#^-e3>»3, «P 

iSte*i3 0t>Fs1~2 4H#WT?**o 
[0 0 8 6] 

llM&0#:fcT£fcti:^#T\ fl^l 0 bit&tol 6 0 
jtJ&StU ttlgli, A^A2X^fcIWI^MTt»tt^,o 
[0 0 8 7] 

mSEii# 2004-3074420 
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^-v: 32/ 



[0 0 8 8] 

mc 4iiii, 1 3 fcsorraiirc, ^fiHti&K^ i 2 

1> ^>-t?>, h;V^>\ ^>VV, ^f/'J^ ^D^y-tf^^^fl 
[0 0 8 9] 

RioiaKtt, mmnmmmzx a*, 3 or~2 5 ott^D, 

[0 0 9 0] 
[0 0 9 1] 

, y?uu**>, ^nn*w, ffl^k^^i: d .x-t- 

j& ^>^f>^ Yfrx-y, *sv>* ^□n^v^vwi^^fi 



ffiSE# 2004-3074420 



#J£ 2003-168267 



i—*J: 33/ 



JW^r/'JyV>, y>fHM7U\ N->f^en'JK>, T-feb- 
[0 0 9 2] 

jR*&«fk»±, Kf&um^x torn****, mm onm-* amm-ob*), & 

Mli' l± 3 4B#M"T?*a 0 
[0 0 9 3] 

« 1 9 C «£ t) ixh 0 

„ v*nn;**>, ^odW, Bgtt<fclt*©J: -9 ^^ny>|i|, ju-t 
^ *vl^ ^un^v-tfx^j; ^ 

^nyyMl> -x.--r;W r- h 9 Ko 7 9 >^ v^*^, ^> h^rvx^ 
[0 0 9 4] 

atc»4 3 0 53^-2 4B*fflT?**o 
[0 0 9 5] 



mSE#2 004-3074420 
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^-v: 34/ 



[0 0 9 6] 

.**/-;k jr^y-;^ n -7'D^V-^ i -~?us*; 

[0 0 9 7] 

aKW: 1 0"C~ 1 0 Ot^-So 

Rj£l$IH»±^ RjeEias^tci aHU 0^K~4 8 n#W 0a 

[0 0 9 8] 

, y*nn**>, ?nn^H, B3»ffcjfc*e> <£ ? ji;-^ 
^ 'O-tfX J>;i,.xx ^yi/V, ^y'J>, ^ nn^^-t? XT),}; 7 

^ny^vt^ i-r-TK fh7tKn77^ v**-9-x s?* ]>*~>^* 

ffiSE#2 004-3074420 



&m 2003-168267 



"«-s>: 35/ 



[0 0 9 9] 

„ 1, [5. 4. 0] -7-?>7Mr>, fcfVv^, 

*7 5yeyr/, e^xaj^&rs #frIKJ±, b'j^;vr 

[0 10 0] 

Rjsaj?tt, »m0>&mmzx -3 or- 1 0 omi) 

[0 10 1] 

fD3ISli, (8) **Bfr**IST, ffrfrW (5 7 

xfv>^3-;K 1, S-^n/r/v'^-ji/, i, 4 -7 — fr^ 1 

? s-)V, y -)i>, n-^n/NV-;^, i--/n/>v*-;K n-y?;*-^ 
, s-7*y-;K t-r^y-;v, ^*«9v-/k y^n^n 



tttfiE#2 004-3074420 
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^-v: 36/ 



Vy^;vn-;K i A 3-yo^>i;t-;K 1, 4 -■T'* 1, 5 

-^>* yyjr-)V<D J; •? & T ;v n - $L :r_-x;i<\ fh7t Kn77> 
, >^*if>, f ^yx^ >(7) J: 9 ^x-fMilt*^ I) , Zb^frMfc 

[0 10 2] 

ii^{±2 ot-i 5 om^o 

[0 10 3] 

R*&i$wti\ Ki&ummzz *)m%z>j)\ m^i o^~4 8u#ff-e&o, n 

m^tz 0^~2 4Bf^-e*^>o 

£<£><> raO'lflC^^otli, ®IxJ;f, "Protective Gro 
ups in Organic Synthesis 2nd edition 
", Theodora W. Green, John Wiley & Sons 
, Inc. , 1 9 9 1 ^^#63^-^,1 fc^-e§£o 
[0 10 4] 

• • *-#^-;>* - ^rUF'J- f5 2t> fgl 1#, H216 2l~f 
2 166^ 1 9 8 7^ : The Journal of Organic Chemistry, 52(11), 2162- 
2166(1987), ^* • v>-^ • XT • t-if-y ? -^^b'J- fg 5 8*1, 
>5*, K112 8I~fl 1 3 5^ 1 9 9 3^ : The Journal of Organic C 
hemistry, 58(5), 1128-1135(1993), * • & • JfJ 9 s1rfr 

- V*-X, msm, Hi 3"§\ f 1 6 0 7l~f 1 6 121, 
1 9 9 8^: Bioorganic & Medicinal Chemistry Letters, 8(13), 1607-1612(1 



toiE*l# 2004-3074420 
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998) m a ] 



JR«-"T?**'fbfr«> 9 , 1 5 > 1"t^ 1 6 , 4t&® 1 8 & X mt&m 1 9 

[0 10 5] 

„ 111 1 1 1 9H. 1 9 9 4^ : The Journal of Steroid Biochemistr 

y and Molecular Biology, 48(1), 111-119(1994)^ 0 ] 
[0 10 6] 



[0 10 7] 

mm&t, mm%^mmw arx 300 (Brukergo zm^rmfevtio tan 

S^-^f^N Mft^-^f^tt Q-micro, Triple Quadrupole Mass Spectrometer (M 
ICROMASSI) Zm^xmfeLtio Il^nv h^7>f -fete 

^it*Rf<lt±> '>'J*Wl/-h Silica gel 60 F 254 (Me r c k^) 

1 ] 

[0 10 8] 



Wfci 5] 




S (CH2) 3 S0 2 NH2 



(» 1 IS) 



ffiiE# 2004-30744 
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^.--J : 38/ 



[0 10 9] 
[it 1 6 ] 

CI(CH2)3-S0 2 NH 2 - CI(CH2)3-I-N^N^ 

6 

21 22 

it^2 1 (4. 0 g) £N, N-v^ f;^;VA7^ K (20ml) 
U N, N-y>f;KWA7U' yVf;VT-b^-;v (3. 7ml) fcin*. 

^v^AtCT^L, fcjfiU «ETi&J&£l&*U itfrtb^ (^2 2) 
3. 0 5g 01X3*5 7%) 

iH-NMR (3 0 0MHz, CDCI3) 5:2. 25-2. 34 (2H, m) 
> 3. 05 (3H, s) , 3. 15 (3H, s) , 3. 18 (2H, t, J = 7 
. 2Hz), 3. 71 (2H, t, J =6. 0Hz) , 8. 05 (1H, s) 0 

Rfi lH»«;ftftx^: n-^*^> = 2 : 1) 

: 0. 3 1 o 

m 2 xe) 

[0110] 
Mbi 7] 

o 1 p r 

CI(CH 3 ) 3 -S-N^N^ »» \ < NH(CH 2 ) 3 -S-N^N^ 

6 ^COOMe ° 

22 23 

2-7^y>f vBBM^/w^x/vffiBfeat (4. 3 3 g) J: crjfcBWr y * A 
(7. 8 g) N-^f^ATU < (3 0ml) Kj&flfU- MLfcT 

3 ofi-mmwLtzo it^m2 2 (3. 0 g) on, N-^w;^r^ k» 

iS (2 0ml) 33&V?3Vik1- h'j^A (2. 1 1 g) fciDx.. 80~90tC 
f>^»y'J*^*7A^n7f^77^ (NHvy#, MBBi&tfU IfcM 

■x*-/i>: n -^s4r-9->=i : i~2 : i~4 : l) -ettsiu SfiMb^ (ft-fr 



miiE# 2004-3074420 
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IJ23) 1. 8 1g mm4 4%) £#fc e 

!H-NMR (3 0 0MHz, CDC 1 3) S : 1 . 29 (6H, s) , 1. 89 
-1. 94 (2H, m) , 2. 57 (2H, t, J=6. 8Hz), 3. 04 ( 
3H, s) , 3. 07-3. 11 (2H, m) , 3. 13 (3H, s) , 3. 7 
0 (3H> s) , 8. 03 (1H, s) 0 

Rfl (v';*r;v/i^- K ; i^m^^jv : n-^*^>=3 : 1) 

: 0. 0 9 0 



[0111] 

lit I 8] 



V NH(CH2)3-S-N^N^ ► M g I 

Ann» Q O F 3 C S (CH^f-N^N 



COOMe 

23 24 

fb^tl2 3 (2. 2 g) S:th7tKn77> (3 4ml) [:§|U h'Jxf 
^7 5> (0. 2 1ml) feiO f 4-y7y-3-h'J7JVtn^f;V7x^;v 

^yftm-h (1. 7 1 g) £2jdx.> mmzx 2mmmwLtz 0 Eu&mz 

n -^-9-^=1 : 1~2 : 1-4 I 1) *C«HRU a 8Kb 
&m Wb-frW2 4) 2. 6g 01X^7 1%) £#£ Q 

iH-NMR (300 MHz, CDC 1 3) : 1. 62 (6H, s), 2. 35 
-2. 4 2 (2H, m) , 3. 0 6 (3H, s) , 3. 0 9-3. 14 (2 H, 
m), 3. 15 (3H, s), 3. 92-3. 97 (2 H, m) , 7. 77 (1 
H, dd, J = 2. 0, 8. 2Hz) , 7. 90 (1H, d, J=2. 0Hz) 
, 7. 95 (1H, d, J = 8. 2Hz), 8. 07 (1H, s) „ 

Rftt (^'J^^vyv-h, SPi»«t ; : >^y-;u=3 : 1) : 

0. 5 3 0 



£UIE# 2004-30744 
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i-i? : 40/ 



(f4Ig) 

[0 112] 

Wki 9] 




tt&m2 4 (2. 6 g) £1, 4-v>^^r-9-> (2 5ml) Kv##£U 6N- 
mm. (2 5ml) SrJnx., 1 l$Wtai««Lfco Wftlk, jJcfciHl^ ^nn^ 

*ffi8Ml&U y'J*m7A^n7f777i- (®PB^> ffifxf^ : n 
-^^>=i : 1^2 : i~4 : l) -cflNKU BKrtk-fr* 0ffr&«2 5) l 
. 6 2 g (W¥7 0%) £#7z 0 

1H-NMR (3 0 OMH z, CDC 1 3) 8 I 1 . 62 (6 H, s), 2. 36 
-2. 46 (2H, m), 3. 28 (2H, U J = 7. 1 Hz) , 3. 9 0- 
3. 95 (2H, m) , 4. 85 (2H/s) , 7. 77 (1 H, dd, J = 2 
. 3> 8. 4 Hz) , 7. 90 (1H, d> J = 2. 3Hz) , 7. 97 (1H 
^ d. J = 8. 4 H z) o 

Rftt &vijY)v7v-v^ mmmmimk^^) : o. 56 Q 

MS (ES I") : 4 3 3. 3 ( [M-H] -) 0 
[0 1 1 3 J 

[0 114] 



tBiE# 2004-3074420 
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^-v: 41/ 




F 3 C S (CH2) n S0 2 NH 2 





n 




2 


4 


R f : 0 . 18 : n -^\^rit>= 2:1) 
MS (ESI") :447. 2 ( [M-H] ~) 



[0 115] 
lit 2 0] 

o 




£ (CH2) 6 S0 2 NH 2 



F 3 C 



39 



O 

CI(CH3) e -S0 2 NH 2 . yNH^I-NHa ^ H0 ~^}-\X 

M AjOOMe ° F 3 C (CH2) e S0 2 NH 2 

41 39 

2 - 7 5y yg§f ^ f;i/x^f^tt (2 1 5mg) & X XfjfcM* V * A 
(4 0 6mg) £7-fe }> - h r ) )V (2ml) io J; XfV 2 f;V^;VA7 ^ K (0. 
4ml) <^l£-MU~i§8?U IfiCtl. 5B#^»L7to ^t/4 0 (9 3 
mg) teXnaVikf- f5-n-7'f^7> ; e^'>A (17 2mg) £fl[]x.> 1 

*U ^4 1©fi4*S«l (9 4mg) fcftfco 4-^7/-3-h'J7^*' 
D^f;i/7x-;W7ft'>7^-h (54mg) ^rf7tFn77> (lm 
1) lw»»L, ±Eft^4 1«tt (9 4mg) jSMFhy^fi'TS* 

(o. oo6mi) tj)Di, ia:t7. 5mm$mLtz 0 Rmmzisv ur^ 

fjy&tU-vYyy? 4 - C£g§&$^ A' : n-^^r-9->-=l ! 1-2 

: 1) ££V?mmJi7&?U'mr7'7 -r- (5tm^J> LiChroprep 



ffi|E#2 004-3074420 
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^-v: 42/ 



RP-1 8, £HJ$*gU ^^y-;H7K=2 : 3-1 : 1) T*||«U §»H ( 
it&m 3 9 ) 12mg (JR^5. 4%) 
[0 116] 

iH-NMR (3 0 0MHz, CDC1 3 ) 5 11. 43-1. 56 (4 HU m 
) > 1. 61 (6 H, s) , 1. 84-1. 93 (4H, m) , 3. 11-3. 
16 (2EU m) , 3. 66-3. 71 (2H, m) , 4. 68 (2H, s), 
7. 77 (1H, dd> J = l. 9, 8. 5Hz), 7. 90 (1H, d, J-l 
. 9Hz) , 7. 95 (1EU d, J=8. 5Hz) 0 

Rfi (->u*r/i/^i^- K llll;ftixf;v: n -^^^>=i : 1) 
: 0. 0 7 0 

MS (ESI) : 4 7 7. 5 ( [M+H] +) 0 
[0 117] 

[^2] 




S (CH2) n -S0 2 NH 2 



5 



n 



MS (ES I) : 4 9 1. 5 ( [M + H] + ) 



Rf:0. 20 (n-^\^> : g^X^;i/= 1 : 2) 
MS (ES I) : 5 0 5. 6 ( [M+H] + ) 



9 



Rf:0. 5 0 (n-^t>:iilfJI/=l : 2) 
MS (ES I) : 5 1 9. 4 ( [M + H] + ) 



mmm7] 



[0 118] 



lit 2 1] 




S (CH2) 5 -S0 2 NH 2 
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#M 2003-168267 



[0 119] 



[it 2 2] 



O 

CI(CH2) S -S-CI 

6 

29 



O 



► CI(CH2) 5 -S-0- 



O 
30 



<b&y!2 9 (2. 0 5 g) &SLlF**'*>?-)VT)\'n-)V (0. 9 6 g) ZiS 
?uu*?y (20ml) £»»U OlCfc^ipU h'jx^rr/ (4. 6 
ml) *»TL> 0-5tCt2. 5 B#F«# Lfco SXSatSrl&jfO^BbjKSI^ b 



^*^>=1 : 10 ) till, §«rtfc£^ Wb^ft3 0) 7 4 3mg (JRa£2 
9%) *'&tz 0 

iH-NMR (300MHz, CDC 1 3) 8 : 0 . 99 (9H> s) , 1. 58 
-1. 67 (2H, m) , 1. 78-1. 96 (4 H, m) , 3. 06-3. 1 
6 (2H, m) , 3. 55 (2H, t, J=6. 5Hz) , 3. 87 (2H, s 

) o 

Rflil MP^v« ; : n-^*-9->=i : 9) 

: 0. 5 3 0 
(ft 2 ug) 

[0120] 
[ft 2 3 ] 

o o 

ci(ch 2 ) 5 -s-o^< ^ v NH(CH2)5 "^"°" Vv l< 

6 1 ^COOMe 0 

. 30 31 

nmmi(DB2j:m£mWittmz£y), it&ms o (?43m g ) ^eiw 

(ft^t?3 1) 3 5 7m g (JDtfp3 7%) £#£0 
!H-NMR (300 MHz, CDC 1 3) * : 0 . 99 (9H, s) > 1. 30 
(6HU s) , 1. 4 8- 1. 6 0 (4H, m) , 1. 8 5-1. 9 1 (2H, 
m) , 2. 43-2. 48 (2H, m) , 3. 07-3. 12 (2H, m) N 3 




mm 2004-3074420 



#M 2003-168267 



^-v : 44/ 



. 7 0 (3H, s) . 3. 8 6 (2H, s) o 

Rite (y';*y;vyi/-f, Mtt&;Mt.x^*: n-^*-9->=i : i) 
: 0 . 3 5 o 

(i3it) 

[0 12 1] 
[it 2 4] 

o 

o 

N^NH(CH 2 ) 5 -S-0''"N< ^NC 



^COOMe ° 
31 




F 3 C s' (CH^s-SOa-O"^ 

32. 1 



*»fllO*3IfitP9*4*fei:J: ^ ft*«3 1 (3 5 7mg) **feBW 
Wfc-&*3 2) 4 6 5mg »8 2%) 
iH-NMR (3 0 0MHz, CDC1 3 ) d : 0. 99 (9H,'s), 1. 59 
(6H, s) , 1. 5 0- 1. 6 2 (2 H, m) „ 1. 8 7-2. 0 0 (4 H, 
m), 3. 15 (2H, t, J =7. 6 Hz) , 3. 67-3. 73 (2 H, m 
) > 3. 88 (2H, s) , 7. 77 (1H, dd> J = l. 6, 8. 5Hz) 
, 7. 89 (1H, cU J = l. 6Hz), 7. 96 (lH v d, J=8. 5H 

Z) o 

Rftt (y'JA^-ZV-f, AHffK;ff»xf^: n-' \^y=i ; 1) 

: 0. 4 0o 

(I4IS) 

[0 12 2] 
[ft 2 5] 

O n 

F3 ° 32 S (CH2) 5 -S0 2 -0-^|< 




F 3 C „ S (CH2) 5 -S0 3 H 



33 



it&mz 2 (460mg) £N, N-v'^fWAT^ KfcJMU ^ftx 
h7^W^")A (4 7 2mg) £}&n;i> 6 ftH&DffeSftE Ltz 0 tt^, 



ttJSE# 2004-3074420 



#M 2003-168267 



^- v : 45/ 



*7A^nvh/77^-t«U g#rtfc£^ (M3 3) 2 2 0 m g (JR 
$5 5%) fcfcfco 

1H-NMR (3 0 0MHz, CD 3 0D) * : 1. 60-1. 70 (2 H, m) 
> 1. 72 (6EU s) ^ 1. 9 8 -2. 0 6 (4 EU m) „ 2. 97-3. 0 

2 (2H, m) „ 3. 8 7 -3. 9 2 ( 2 H N m) , 8. 05 (1H, d d > J 
= 1. 5s 8. 2 H z) > 8. 21 (l EL d, J = 1. 5Hz) , 8. 26 ( 

1H, (K J =8. 2H z) o 

R f m (y>;*Wi/-f, mmmm ; ftm^.^ : > *y-;v=3 : 1) : 

0 . 2 80 



Mft3 3 (8 0mg) h ij xW5 > (2. 4ml) SrjfljjU 
1B#W«#U WEEiftltU {^SSWhViW^-'fAl (8 6mg 
) £#7t 0 SIJ^t:th'J7x^;U*^7^f> (9 3mg) *^no^> 
OtCtljbft-^ (0. 0 2 0 5ml) £itl;ifco ZnEUfctiLK 
, ±fB^fc#*3 3©h'Jif;V7>€-7Ai (5 4mg) ^no^>» 

(111, 5ml) ^Jnx.> ±fi*«*4M*U «Eiil^. # 
fcitofc^ffifc^nn^^fcfcflfU OtJfcTT^-TTfc (0. 5ml) * 

flfcx.*-/!/: n -^*^>=l : 1).TM|«U BKKfr&% (Mfe2 8) 7. 6 



MS (ESI) : 4 6 4, 5 ( [M+H] +) 
(f 5If) 



[0 12 3] 
[ft 2 6 3 




28 



mfiE# 2004-3074420 



#M 2003-168267 



46/ 



m g £#fc 0 

!H-NMR (300 MHz, CDC1 3 ) 5:1. 50-1. 60 (2H, m) 
, 1. 58 (6 H, s), 1. 87-1. 99 (4H, m) , 3. 15-3. 2 
1 (2H, m) , 3. 6 7 - 3. 7 3 (2 EU m) , 4. 6 1 (2H> b r s) 
, 7. 7 7 (1H, dd, J = l. 8, 8. 1Hz), 7. 89 (1H, d, J 
= 1. 8 Hz) , 7. 95 (1H, d, J = 8. 1Hz) 0 

Rfm Mtt* ; sixf-^ : ^ ^y-;i/= i : d : 

0. 0 8 3 0 

MS (ESI) 14 6 3. 7 ( [M+H] +) 0 
[H*«8] 

[0 12 4] 
[ft 2 7] 

o 

F 3 C S (CH2>4-S0 2 NMe 2 
34 

(in® 

[0 12 5] 
[ft 2 8] 

CI(CH2) 4 S0 2 NMe 2 - ><~- S ° 2NMea 



35 



COOMe 
36 



2-T^y-f Vtofct+fr^XTfrlSLWSL (1. 0 g) jsitf^ay *A ( 
1. 8g) SrN, N-^f;i/^A7U* (5ml) fcj«*U ft-^3 5 ( 
3 5 0mg) iSJitfg^ftay** (5 0mg) *1)Uk, 8 0ti:t3 6^i 

ffi«U BW-ffc-fr* Wfc-fr*3 6) 1 1 9mg (JRs|5 2 4%) 

1H-NMR (3 0 0MHz, CDCI3) 5: 1. 29 (6H, s) , 1. 5 



tbSE# 2004-3074420 



#M 2003-168267 



47/ 



6-1. 61 (2H, m) , 1. 83-1. 89 (2 H, mK 2. 48 (2H 
> t, J = 7. 1Hz) , 2. 87 (6H, s), 2. 9 0- 2. 9 5 (2 H> 
m) , 3. 7 0 (3 H, s) 0 

Rtm (vyar/u^i'-K a»»i;l»if^: n-^*^>=i : 2) 
: 0 . 1 3 o 
(* 2 IS) 

[0 12 6] 
lit 2 9] 

O 

yNH(CH2) 4 -S0 2 NMe 2 ^ NC ~^" N v^T 

COOMe F 3 C S (CH2) 4 -S0 2 NMe 2 

36 37 

3 6 (115mg) b7t Kn?7> (3ml) fc&JBU 4-v 
7; - 3 - h 'J 7 Wn^f;V7i-H Vf tv7* - h (12 5mg) 

, ^Ixf;n n-^^r^>= 1 : lfcTfflftftU BKKfrfr* «fc^»3 7) 
9 8 m g (JR^S 5 4 96) «r»fc 0 

iH-NMR (3 0 0MHz, CD 3 OD) * : 1. 50 (6H, s) , 1. 76 
-1. 94 (4EU m) > 2. 77 (6H, s) > 3. 0 0-3. 0 5 ( 2 H, 
m), 3. 69-3. 74 (2H, m) , 7. 81 (1H, dd, J = l. 6, 
8. 4Hz) , 7. 97 (1H, d , J = l. 6Hz) , 8. 02 ( 1 EU cU 
J = 8. 4 H z) o 

Rft (y'J^Wv-h, ; ftBfci^ : n-^*-9->=i : 2) 

: 0. 4 80 

MS (ESI) : 4 7 7. 5 ( [M+H] +) 0 
[0 12 7] 

gmmstm&ttfeKxt), j^T^Mti^MLfco fc**u ^»J9~ 



tb!E# 2004-3074420 



mm 2003-168267 



i- a J: 48/ 



[0 12 8] 

o 

F 3 C S (CH2)n-S0 2 NMe 2 
38 





n 


5 s — $ 


9 


3 


Rf:0. 77 (^DD^^>:7th>=2 0: 1) 
MS (ESI) :485. 5 ( [M+Na] + ) 


1 0 


5 


R f : 0 . 18 (ifflfcX^P : n -^U->= 1:1) 
MS (ESI) : 4 9 1. 5 ( [M+H] + ) 


1 1 


6 


Rf:0. 2 2 Wlfjl/: n-^tf>=l : 1) 
MS (ES I) : 5 0 5. 5 ( [M+H] + ) 


1 2 


7 


Rf : 0. 6 4 mm^)V : n -'vMJ->=2 : 1) 
MS (ES I) : 5 1 9. 4 ( [M+H] + ) 


1 3 


8 


Rf : 0. 4 3 (HBftX^W: n-^U->=2 : 1) 
MS (ES I) : 5 5 5 ( [M+Na] + ) 


1 4 


9 


Rf :0. 7 6 (MX3MI/ : n-'V^+h>=2 : 1) 
MS (ESI) : 547. 5 ( [M+H] + ) 



mmni 5] 

[0 12 9] 
Hfc3 0] 

O 



NC 

F 3 C 

42 

(* 1 XS) 



S (CH 2 ) 3 S0 2 NHMe 



[0 13 0] 
Hfc3 1] 

CI(CH2) 3 -S0 2 NHMe- 
43 



P 0oc 
CI(CH2) 3 -S-N 
44 O Me 



it* 



3 (1. 0 8 g) > v- t -^/l/^*-***- Y (2. 06g) is 



ffif£#2 004-3074420 



#M 2003-168267 



ira, n-^w^/' (7 7m g ) ^r-trh^f (12. 6 

ml) H»»U Ifit:tl7Hra#Uo *£jJD;L, v^nn^VKTffl 

4 4) 1 . 6 5 g 9 6 %) £#£0 

[0 13 1] 

1H-NMR (300 MHz. CDC 1 3 ) d : 1. 55 (9 H, s) > 2. 
23-2. 32 (2H, m) , 3. 21 (3H, s), 3. 62-3. 69 (4 
H, . m) o 

Rfi (v';#r;v7'v-K mm^m ; ftSxfA' : n-^*-9->=i : 2) 
: 0. 6 2 0 

m 2 it) 
[0 1 3 23 

Mb 3 2] 

O Me ^COOEt 0 

44 45 

2 -T ^ J -f VSSSxf;vx^f;Hlilt ( 5 9 2 m g) £ J: V A 

( 1 . 0 2 g) &T-t h (5ml) is i^f;wt;VA75 K (1 m 

l) om&mmKmmv, aa^-c i«fiw«#l^o -f&&*4 4 (8 0 o mg ) 

fei^a^^ h 1; *A (4 4 1mg) £2JD;U 8 0-9 0tt:T2 2HBia# 

W7A^D7h^57'f- (litS, ftH-=tf">H n-Y^^>=l : 1) 
"CflHRU (ft^4 5) 8 13mg (JR$5 7 5 %) £#fco 

[0 13 3] 

1H-NMR (300 MHz, CDC 1 3) 5: 1.27 (3H> t, J = 7. 
1Hz) , 1. 28 (6 H, sK 1. 54 (9H, s), 1. 87-1. 92 
(2H, m) , 2. 59 (2H, t, J=6. 5Hz) > 3. 19 (3H, s) 
, 3. 5 4-3. 5 9 (2 H> m) , 4. 16 (2HU J = 7. 1Hz) 0 



ffiSEijf 2 004-30744 



#JM 2003-168267 



^-v : 50/ 



Rftt 0>'J*Wi/-h, ilHttft ; ifxf : n -^*y-> = 1 : 1) 

: 0. 3 2 0 

(i3ii) 

[0 13 4] 
Hb3 3] 

yH(CH^j-N:S° e c ^NCHQ-}jf p Boc 

46 

4-y7;-3-f'J7^tD^f;l/7x-JWVft^7^-f (2 7 4m 
g) ^fb^Fa?^ (5. 5ml) fc##U fl^^M 5 (4 0 Omg) 
i3i^h';i^;VT5> (0. 0 3 4ml) fcJn*., Mi&fcT 2 B#TO# L*z 0 

n -^^-9->'=l : 3) fill, ilfttf OftiH^4 6) 6 2 4mg£# 

tz 0 

[0 13 5] 

!H-NMR (3 0 0 MHz, CDC 1 3) 8 I 1 . 54 (9H, s) , 1. 6 
2 (6H> s) , 2. 3 5 - 2. 4 0 (2 H, m) , 3. 23 (3H, s) , 3 
. 6 0 (2H, t, J = 7. 1Hz) , 3. 88-3. 93 (2 H, m), 7. 
77 (1H, dd, J = l. 8. 8. 1Hz) % 7. 89 (1H, d, J-l. 8 
Hz) , 7. 9 6 (1 H, d, J=8. 1 Hz) o 

: 0. 4 7 0 

(f4Ii) 

[0 13 6] 



ffiSE# 2004-3074420 



2003-168267 



^-v : 51/ 



Mt3 4] 



NC 




Boc 



le 



NC 



F 3 d f W*HH 
42 




^4 6 (3 0 0mg) Zi??uu * (2. 7ml) fcigJBU 0X11Z 
*fr*PU h'J7;Hnii(0. 4 2 1ml) tj|TUIIi:T5. 5 B#^$E 

: n-^**r> = 1 : 1 ~g^^ai^-;v ; n -^*-9-> :^dd^>=i : l 
I 1) «U BMm (Mi4 2) 2 3 5mg (W9 6%) £#fco 
[0 13 7] 

1H-NMR (300 MHz, CDC 1 3) 811. 62 (6H, s) , 2. 3 
3-2. 39 (2H, m) , 2. 84 (3H, d, J = 5. 2Hz) , 3. 16 
(2H, t, J = 7. 1Hz) , 3. 8 9-3. 9 4 (2H, m) % 4 . 3 5 ( 
1EU q, J=5. 2Hz) , 7. 77 (1H, dd, J = l. 7, 8. 4Hz) 
x 7. 90 (1H, d, J = l. 7Hz) „ 7. 96 ( 1 EU d, J-8. 4Hz 

) o 

Rf* («>'J*Wi/-b, n-^*-9->=i : 1) 

: 0. 1 80 

MS (ES I") : 4 4 7. 1 ( [M-H] -) 0 
[0 13 8] 

[0 13 9]. 



tBSE# 2004-3074420 
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-^-v: 52/ 



[S£4] 



NO 
F 3 C 




S (CH2) n -S0 2 NHMe 



47 





n 




1 6 


4 


R 1 : 0. 3 2 (^PD^^> : **y-;i/=3 0 : 1) 
MS (ESI~) : 461. 0 ( [M-H] ~) 


1 7 


5 


Rf:0. 12 (n-^-y-> :fmtt)V=l : 2) 
MS (ES I) : 4 7 7. 1 ( [M+H] + ) 



immm 1 8 ] 

[0 14 0] 
[ft3 5] 

° 

F 3 C S (CH2) 2 -S0 2 NH 2 
48 



m i is) 

[0 14 1] 
lit 3 6] 

o 

JI^N-(CH2) 2 — S0 2 CI 



49 




.^OMe 

O 

N-(CH 2 ) 2 — S-N 
5 

° 50 \L^-OMe 



tf* (4-^ h + y^y;V) T5> (9 0 0mg) *y?uxi*ty (2 0 
ml) CCK^jfcpU hVif^T^V (1. 02ml) *Jpx., it 

^4 9 (1. 0 5 g) *^-foJni, m&KX Znmfflfrl-tzo KJ&mzfr 

filSiU (M5 0) 1. 4g (JRap£8 1%) 



tHSiE^F 2004-3074420 



#M 2003-168267 



^-v: 53/ 



[0 14 2] 

1H-NMR (300 MHz. CDC 1 3) 8 : 3. 24 (2H, t, J=6. 
8Hz) , 3. 81 (6H, s), 4. 10-4. 14 (2H, m) , 4. 29 
(4H, s) „ 6. 88 (4H, d, J = 8. 7Hz) , 7. 23 (4H, d > 
J = 8. 7Hz) , 7. 73 (2H, dd, J =3. 1. 5. 3 Hz) , 7. 8 
7 (2H> d d, J =3. 1, 5. 3 H z) o 

Rff (y'JAWv-h^ «H*fl£ ; Mfc-x-T-fl' : n-^*^>=i : 1) 

: 0. 2 4 0 

(*2Ig) 

[0 14 3] 
Ift3 7] 



t^®5 0 (1. 4 g) ./-;!/ (15ml) KJKflS3-ti\ HK9v>— 

7Kfn^ (0. 151ml) Km*., mmzxm-^mwLtio *$au 5 

9-y\*9 J -;v= 100:1-50: 1-20:1) t?»«i L> S mm Xit& 

*5 1) 4 6 0mg (JR^4 5%) 
[0 14 4] 

1H-NMR (300 MHz, CDC 1 3) 512. 96 (2H, U J = 6. 
5 Hz)., 3." 1 6 (2 H, t v J - 6. 5 Hz) v 3. 82(6H, s) \.4 
. 27 (4H, s) , 6. 89 (4H> d, J=8. 5Hz) , 7. 22 (4H 
> d, J =8. 5H z) o 

R flit (v^; -toffr-fv- K JIH!^ ;^nn^>: ^ ^y-;i/= 1 0 : 
1) : 0. 4 lo 

(*3ZDg) 

[0 14 5] 




H 2 N-(CH2) 2 — S-N 




iHIE# 2004-3074420 



mm 2003-168267 



^-v: 54/ 



Ht3 8] 

H o r\J 

H 2 N-(CH2) 2 — |-N_^^ ^ ^-(CHaJa-g-N^^ 

51 ° V^OMe CN 52 ^VAoMe 



fc&to5 1 (4 5 Omg) (5m 1 ) £i§#U T-fe h >vT^ 

tK'J> (0. 136ml) fcflnx.^ MS^-C^m#L/c 0 7-th>y7;t 
KU> (0. 2 2 6ml) ^SDx.> 4 0-5 OtCtSH^U;,, Rlt-t* 

y-;v=5 0 I 1) -CfiHttU Sift® ('ft^tJ 5 2) 3 3 Omg (JR^6 2%) 

[0 14 6] 

iH-NMR (3 0 0MHz, CDC1 3 ) * : 1. 44 (6H, s), 1. 9 
5 (1H, brs), 3. 00-3. 16 (4H, m) , 3. 82 (6H, s) 
, 4. 30 (4H, s) , 6. 89 (4H, d . J=8. 7Hz) , 7. 23 ( 
4HU d, J=8. 7Hz) 0 

Rff (y'J*rJ^l/-b, mm&m ;^on^>: p< ?/-;i/=2 0 : 
1) : 0. 6 7 



o 



(*4±S) 

[0 14 7] 
Hfc3 9] 

/ a ^V-OMe 

H Q 



-OMe 



N-(CH2) 2 -S-N NC ^0~Vi!r O 



CN 52 °^>OMe S^Jc^g-N 

53 VAoMe 

M5 2 (2 2 Omg) ?:fh7tKD77> (4. 5ml) KiSJSIU b 
'Jif;V7r/ (0. 0 14ml) i3J;O f 4-'>7/-3 - h V 7/l/*EM ?-/l< 
7x-Hvftv7^-b (1 1 6"mg) fciniU iEfiHT 3 W%fflW$Ltz 0 



ftxUm 2004-3074420 



&m 2003-168267 



^-v : 55/ 



D ^^: 0 : 1) "WfllftU glftt/ tffrfr»5 3) 2 5 9mg 

0W7 7%) £#£ 0 
[0 14 8] 

!H-NMR (300 MHz, CDC 1 3) d : 1. 55 (6H, sK 3. 3 
7-3. 42 (2H, m), 3. 81 ( 6 EL s), 4. 01-4. 06 (2H 
, m) , 4. 29 (4 EL s) , 6. 88 (4H. d, J=8. 8Hz) , 7. 
25 (4 BL cL J = 8. 8Hz) , 7. 53-7. 93 (4H, m) , 
Rfffi ^sViJYyv^v-Y, mmmM; V?uu*?y : y-;v=2 0 : 
1) : 0. 2 4 0 

(* 5 Ig) 

[0 14 9] 
Mb 4 0] 



<k-fr«5 3 (2 5 9mg) £l, 4-v**-*J-> (2. 5ml) fc*»U 6 
N-HC1 (2. 5ml) £jD;i, 1 l$mftia&K« Ltz 0 ffl$&, tK^Dx., ^ 

N ftfif-^/ ; n-^^r-9">= 1 : 2-1 : 1) t«L §Nft «k^5 4 
) 1 4 4 m g (JpUfs 5 6%) 
[0 15 0] 

1H-NMR (300 MHz, CDC 1 3) $11. 54 (6 EL s), 3. 3 
7-3. 39 (2BL m) , 3. 81 (6H, s) , 4. 04-4. 07 (2H 
, m) , 4. 30 (4BL s) > 6. 89 (4 EL d, J=8. 9Hz) , 7. 
25 (4 EL d, J=8. 9Hz) , 7. 75 ( 1 BL dd, J=8. 5, 2. 
0Hz) . 7. 88 (1BL d, J=2. OHz)> 7. 96 ( 1 BL d, J = 
8. 5Hz) o 



NC 




NC- 




tBSE#2 004-3074420 



#M 2003-168267 



^-v: 56/ 




;mst^^: n -^*+>->= i : i) 



54 



48 



<b^5 4 (1 4 0mg) , h')7)l<*ufflp-m.(lm\)&±ZfT~V-)V( 

o. 0 2mi) im&L, m.mz.T2#mnmi,. lmmmmmmLtio 

* - (SB§?f^ ftlfcxf ^ : n-^^r-9->=i : i~2 : i~4 : l) T?fm 

U BW* (^»4 8) 6 4mg 01X^7 2%) *%tz a 
[0 15 2] 

iH-NMR (300 MHz, CDC 1 3) 8:1. 64 (6 H, s), 3. 6 
7-3. 72 (2H, m) , 4. 17-4. 22 (2H, m) . 4. 88 (2H 
, brs), 7. 76 (1H, dd, J = l. 8, 8. 5Hz) , 7. 88 (1 
H, d, J = l. 8Hz) , 7. 97 (1H, d, J = 8. 5Hz) 0 
R Hg «m!#«t ; ftHfc^/l' : n-^*-9->=3 : 1) 

: 0. 2 io 

MS (ESI-) 14 19. 1 ( [M-H] -) 0 

FBS) (jy.T> DCC-FBS) 3 »^tr7i/-;H/y Kfc-g-t fcv>Dulbecco's Modi 
fied Eagle Medium (J£JIT> 7x;-^l/j» K 7 V — DMEM) Tr— Hfcig«L£ 0 MMT 
V-Luc-Hyg^**- (7> Knyv t/**°^*iW > b is J: ET;>-f v>f 



ffl!E# 2004-3074420 



#M 2003-168267 



57/ 



^WttSfc^&^trMouse tumor Long terminal repeat £ l&'Dfri/ 7 i 7 — -tr<D 
H-^-y^; K : A.T.C.C. J: VmXLtzGU-CkT^? ? ~ (A.T.C.C. No.67 
282) (^)^n7A7x-3-^7W h 9 7 x. =7 - -fitf^?- & * 9 ;WV v 
7x9- IfaWST-fcffi&U $ ^0-7^ ->>»tea^**M.Lfc'<* 

* - ) pSG5-hAR-neo (khorvKn^/ g##<7>#&5t^ ? 9~ TSV40 7° n 

**-7>f ->>»teflH3rT-£S&Kif ALM^^-) £FuGENE™6 Transfection 
Reagent (Roche <fc t * ffi v> THeLajffllfe I: h7>^7x^y a 

O 

[0 15 31 

1^7>7>7x^y3> LfeSfflflSti, 500 g/mLO ^t7^fy>, 300 > g/mL<7) 

*h*T-n> (DHT) lei i)ffl*|Kff«jjc|E¥fi5tt56*±#-r £*n->>H#fco 
f#P>tt/s^n-> (HAllB2iHBfl&) (±400 g/mLO * *t >f v >\ 200 //g/mLO 
^^n-^ v^jsitno % FBS*#trDMEM-eit^ • HfrffcU 7>KnyvH: 
7**-V#-*-y-V7y*>f^ifi^3-4BffiKl(> % DCC-FBS£^tf 7 * 7 - 
V y K 7 'j -DMEMT'^t L fc 0 
1 ] 

11A11B2«£3 % DCC-FBS£^tf 7^7-;i/W K 7 V — DMEM (J^T. T y -t 
Jigm) ■C1.0xl0 4 /wellfc£S J: 7 Sfe • *U 7#bA96 well^-r ^ n 7°^- 
b (C0STAR) £»fiU — IfttefcLfco ^*flft^*fcttttl^b#»*-£tr 

7 7t^«, ^Wb^4^iiJfc«Wk'&*^»Me* , i> 10, 100, 1000 

> 10000 nmol/Li:&& i d^int (fcfiU Hj&flfl 1 i3 «fc £>* 2 Offc^&COV^T 
l(k 100> 1000, 10000, lOOOOO nmol/Li: <£ -5$SiDL) > 48H# 
te^f&ttigtfflOjgL^o *E^fift£ttBright-Glo™ Luciferase Assay 
System (Promega) TM^L^o 
[0 15 4] 

±m<OX&^MfeLtzm%-mnfrh, 0.1 nmolADHTt;:J:&ij^?£1£1fi&l00 
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^-v? : 58/ 



[Itt*fll2] 

11A11B2,«£3 % DCC-FBS£^fr 7x/-;H/7K7'J — DMEM (J£JIT\ 7?-b 
>f*&ife) -Cl.OxloVwelli:^^ £7 fi-fe • ?'J7sKh A96 well^-Y * n 
h (COSTAR) HjftL, — Vj&tmLtiio DOTfc^trT y 4r^flj£DfflWffiK>&* 
0.1 nmol/Lhft;E> HJfeWfc^ £ fcttJfctS^fr&fc** trT y -tr >f igife £ 
, ttWittt*fcl±&WM{tttn&Wkmm* 10. 100, 1000, lOOOO nmol/L 

Bright-Glo™ Luciferase Assay System (Promega) "£7l!l5eL/Co 
[0 15 5] 

±IBO*j*t?«l5gLfe^fl5 ; tt*»e>, 0.1 nmol/L WfTJC J: SK^fgttifiSr 100 
Tyt-f^%(7)^O^fStt{I*0 It ITHM^iO^fffittf ^ItB 

[0 15 6] 

2 ] Tfi, T > * X- 7. h ^ T rf - * h fgtt 

ete*^f&6*»K (ic5om) (Dnmizit^ vmsm 2 ] (r > * n*-* ^ 
m*mLB\^tzmzm^tzo icsont&so %*&tr2&<DMm&>£ nnmttzo 

[0 15 7] 

sum 1 & x tr 2 o^m^a 1 fca*i-o 

[0 15 8] 
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^-vl 59/ 



mi 





EC 5 (nM) 


I C5 0 (nM) 


EC5/IC50 




9 n n n n 
& u u v/ u 


9 ft ft 
& U v 


inn 




>1 0 0 0 0 0 


6 0 0 


>1 7 0 




o a a n 
o U U U 


O A A 
Z U U 


1 ^ 
X t> 




>1 0 0 0 0 


9 0 0 


>1 1 




2 0 0 0 


10 0 


2 0 




*> A A A 


O A A 

/SOU 


1 A 
1 U 


ISJStfli 6 CD4k&® 


>1 0 0 0 0 


7 0 0 


>14 




7 0 0 0 


6 0 0 


1 2 




0.0 8 


1 


0.080 


\mM2 

(BP- 1 3 9) 


3 0 0 0 


8 0 0 


3. 8 


Jt$S#<|3 
(fcf#Jl^5 F) 


20 


300 


0.067 


5 h*) 


1 0 


10 0 


0. 1 



JfcWJl :#P§¥4-3 0 8 5 7 9<omi 2<Oit&m (4- (5-**y-2 
4, 4 - h V 1 --f S ^V*V 9 J~fr) - 2 - \> V y A? 

ir d ^ > V- h U )V) 

&Wm 2 : 1 0-5 1 0 8 4 5 <DmMM 1 5 <7Mfc^ ( 4 - [ 3 ' - ( 

2" -N-7W7^ifiV) -4' , 4' -V* 5* -**V-2 
' -^**V-1' ->f ^ ^V'J >l/]- 2 - b U y)V*u*?-)\"<>-S- h 

[0 15 9] 

T=T-A Ym%LTb*1&ffi.2ttfcfoT> Yuyynt U«liEC5/I C 5 
0lfi£JfciS£1-£££:lcj; fj«ifi-* - fc^Sio -ft£t>%, EC 5/1 C 5 0 
«**«v^fc^!&tiJ: bv^*S:^r-r*^#«jt?*0> EC5/IC50I 

[0 16 0] 
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"<-S>: 60/E 



^icjt^> EC 5/1 C 5 Oli^^^^Clk^^StLfco iot, 

*u gas&jft^ wait, istsmm, fiM^i, fmM!fr€^ 1*6^?-^ 

#Sttmit> • S^^if^if^feii k Uttffl k 4 & - k ^# 
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^- v : i/E 



mm 

m$k=£m iaf)> ^ ( i ) 



F 3 Cf S r ^CH 2 ^0 2 -N 

R 2 

n&l~2 0frbM$lZft2>mk~?$>t). Rl^itlfRZliiq— t^tiH 
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m m a m m m m 



^-v: i/E 



[000003311] 
1 . B 199 0^9^50 
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